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Dear Sir: 



I, J. Christopher Grimaldi, declare and say as follows: 



n« mCecuta biology techniques inohdmg amBtefiv * Po ^' SZ^S 

£*L \T involved amo,,s 0,te »«**. ^°Mo?r g ^ c °„ n 4fo 

membrane aasocated protems which can be used as targets for antibody theLeutics 
cancer. In connection with the above-identified patent application iZmM^ZZZ? 
dtrec^ toe senri-r.nandtative PGR analyses intoe assTy enUttei nS? V^Tl^ 
Dtftoenaal Ttssne Expression Distribution" which is described in 65^^78 1^ 

sSctnzr to idenafy to - — ^ - 



to 
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Chromosomal aberrations such as gene amplification, and chromosomal translocations are 
.mportant markers of specific types of cancer and lead to the aberrant expression of specific 
genes and then encoded polypeptides, including over-expression and under-expression For 
ZZt'/r ampI j flCati T » a P f0cess in which specific regions of a chromosome are 
duplicated, thus creating multiple copies of certain genes that normally exist as a single copy 
Gene under-expression can occur when a gene is not transcribed into mRNA. In addition 
chromosomal translocations occur when two different chromosomes break and are rejoined to 
each other chromosome resulting in a chimeric chromosome which displays a different expression 
pattern relative to the parent chromosomes. Amplification of certain genes such as HerSSeu 
Smgletone/ a/ ^LAium, 27Ptl: 165-190], or chromosomal translocations such as t^ 
CGnmald, et al, Blood, 73(8):2081-2085(1989); Meeker et aL, Blood, 76(2):285-289(199oVgrve 

rZif 8 f r o n survivai advantage re,ative to normai cd,s > «* **> p-ir 

letr 1 ^ cell k resistance to chemotherapy or radiotherapy. When the chromosomal 
aberration results m the aberrant expression of a mRNA and the corresponding gene product ive 
polypeptide), as it does in the aforementioned cases, the gene product is a proLh^g ^et t 
cancer therapy, for example, by the therapeutic antibody approach. 

muv^i; • ^^If 0 ; ? f ^ ne expression levels in normal versus diseased tissue has 
important implications both diagnostically and therapeutically. For example, those who work in 

e^In LTv? * ^ I ^ ^ ° f CaSCS ' When a «~ is over-expressed, £ 

evidenced by an increased production of mRNA, the gene product or polypeptide will also be 

ZTT"?- ,S ^ identifieS hCTeaSed ^ ex P ressi - associated ' 

increased protein expression. This same principle applies to gene under-expression. When a 
gene is under-expressed, the gene product is also likely to be under-expressed Stated in another 

SamP Wh i Ch ^ Mfeiing mRNA co ^trations for a specific gene are 
expected to have correspondingly different concentration of protein for that gene. Techniques 

^It pr^ ' SUCh N ° rthem Blott -g> differentia! Display, in situ hybridization 
quantitative PCR,Taqman, and more recently Microarray technology all rely on the dogma that a 
change in mRNA w,ll represent a similar change in protein. If this dogma did not hold true then 
these techniques would have little value and not be so widely used. The use of mRNA 

SSST ^ haVe identified 3 Seemingly 6ndIeSS nUmber of 8 enes **** are 
d^ferennally expressed m vanous tissues and these genes have subsequently been shown to have 

correspondingly similar changes in their protein levels. Thus, the detection of increased mRNA 
expression ^expected to result in increased polypeptide expression, and the detection of 
decreased mRNA expression is expected to result in decreased polypeptide expression. The 
teatoent " " ^ P ° lypeptide eX P ression can be used f <* ^cer diagnosis and 

with J m ™ A H0WeVer : 6Ve !. in ^ 0386 Where th6 P roteiQ ex P"**ion does not correlate 
with the mRNA expression, this still provides significant information useful for cancer diagnosis 
and treatment. For example, if over- or under-expression of a gene product does not correlate " 
with over- or under-expression of mRNA in certain tumor types but does so in others then 
identification of both gene expression and protein expression enables more accurate nimor 
classification and hence better determination of suitable therapy. In addition, absence of over- or 
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ander-expres S1 on of the gene product in the presence of a particular over- or under-expression of 
mRNA is crucial information for the practicing clinician. For example, if a gene is over-expressed 
but the corresponding gene product is not significantly over-expressed, the clinician accordingly 
will decide jiot to treat a patient with agents that target that gene product. 

7. I hereby declare that all statements made herein of my own knowledge are true and 
that all statements made on information or belief are believed to be true, and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 ofTitle 18 of the United States 
Code and that such willful statements may jeopardize the validity of the application or any 
patent issued thereon. y 



B ? : 8 / Date: ^1 I^Wj 

j. Christopher Grimaldi 
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